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- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
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earned patent term adjustment. See 37 CFR 1 .704(b). 
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DETAILED ACTION 

Claims 1-5 and 7 are pending in the application. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on April 
18, 2007 has been entered. 

Applicant has amended the claims to now read upon treating a degenerative joint 
disease which includes matrix degradation , in a patient in need thereof, said 
degenerative joint disease being selected from the group consisting of osteoarthrosis, 
spondyloses and cartilage atrophy, the method comprising inhibiting matrix degradation . 

Any rejection from the previous office action, which is not restated here, is 
withdrawn. 

Claims 1-5 and 7 are presented for examination on the merits as they read upon 
the elected species, i.e., D-arginyl-L-arginyl-L-prolyl-L-prolylglycyl-3-(2-thienyl)-L-alanyl- 
L-seryl-(3R)-1,2,3,4-tetrahydro-3-isoqum^ 

indole-2-carbonyl-L-arginine [i.e. ,D-Arg-L-Arg-L-Pro-L-Pro-Gly-Thia-Ser-(3R)-1 ,2,3,4- 
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tetrahydro-3-isoquinoline^ 

Please note the following abbreviations and their corresponding equivalents: Thia = 2- 
thienylalanyl; Tic = 1 ,2,3,4-tetrahydroisoquinolin-3-yl carbonyl, and Oic = octahydro- 
1H-indole-2-carbonyl. 



Claim Rejections - 35 USC § 103 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 



Claims 1-5 and 7 are rejected under 35 U.S.C. 103(a) as obvious over Nestor et 
al. (EP 0472 220, cited in the IDS of 02/04) in view of Henke et al. (US 5,648,333, cited 
in IDS of 02/04) 

Nestor et al. (EP 0472 220) teach bradykinin antagonists for treating trauma or a 
pathological condition induced or mediated by bradykinin, in particular wherein the 
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condition to be treated is a joint degenerative disease such as osteoarthritis (i.e., 
osteoarthrosis) or rheumatoid arthritis, (e.g., claim 26). The compounds taught by 
Nestor et al. encompass, within the preferred embodiments, the compound H-(D)-Arg- 
Arg-Pro-Pro-Gly-Thia-(L)-Ser-(D)-Tic-Oic-Arg-OH (e.g., claims 1-2 wherein A is H, B= 
D-Arg, C is Gly, Tis Arg, E is Pro, F is Thi (i.e., Thia), G is Ser, I is D-Tic, J is Oic, K is 
Arg). Nestor et al. teach that bradykinin promotes matrix degradation (e.g., page 2, 
lines 30-36 and lines 52-54). The limitation of claim 7 is taught, e.g., at page 10, lines 
10-58. 

Nestor et al. do not teach the specific species H-(D)-Arg-Arg-Pro-Pro-Gly-Thia- 
Ser-(D)-Tic-Oic-Arg-OH except as within the preferred embodiments (as embodied by 
claim 2 of Nestor et al.) 

Henke et al. teaches the specific compound H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser- 
(D)-Tic-Oic-Arg-OH (see, e.g., Example 60 and column 17, lines 10-18 and 25-67, 
claims 1,12, and especially 27-28 and 30) for the treatment of all pathological states 
which are mediated, caused or supported by bradykinin and bradykinin-related 
peptides including arthritis and inflammation (e.g., abstract, column 17, lines 10-17). 
The limitation of claim 7 is taught, e.g., at column 17, lines 25-67. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the method of treating osteoarthrosis Nestor et al. by 
using the specific compound H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser-(D)-Tic-Oic-Arg-OH 
taught by Henke et al. The skilled artisan would have been motivated to do so 
because Henke et al. and Nestor et al. teach that the compound and family of related 
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compounds treat pathological states which are mediated, caused or supported by 
bradykinin and bradykinin-related peptides. There would have been a reasonable 
expectation of success, given that the species H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser- 
(D)-Tic-Oic-Arg-OH was encompassed within the preferred embodiments of Nestor et 
al. to treat degenerative diseases such as osteoarthritis (e.g., claims 2 and 26 of 
Nestor et al.) and was known to be effective to treat arthritis as taught by Henke et al. 
Please note that the method taught by Nestor et al. in view of Henke et al. necessarily 
reads upon the limitation "comprising inhibiting matrix degradation" since the method 
taught anticipates all the instantly claimed steps of the present invention. The limitation 
of claim 7 is taught, e.g., at column 17, lines 25-67 of Henke et al. and page 10, lines 
10-58. 

Thus the invention as a whole was clearly prima facie obvious to one of ordinary 
skill in the art at the time the invention was made. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 
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Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 1-5 are rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 27-28 and 30 of U.S. Patent No. 
5,648,333 (cited in IDS of 02/04) in view of Nestor et al. (EP 0472 220, cited in the IDS 
02/04). 

Henke et al. teach the specific compound H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser- 
(D)-Tic-Oic-Arg-OH (claims 1,12, and especially 27-28 and 30) for the treatment of all 
pathological states which are mediated, caused or supported by bradykinin and 
bradykinin-related peptides including arthritis and inflammation. 

Nestor et al. bradykinin antagonists for treating trauma or a pathological condition 
induced or mediated by bradykinin, in particular wherein the condition to be treated is a 
joint degenerative disease such as osteoarthritis (i.e., osteoarthrosis) or rheumatoid 
arthritis, (e.g., claim 26). The compounds taught by Nestor et al. encompass, within the 
preferred embodiments, the compound H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser-(D)-Tic- 
Oic-Arg-OH (e.g., claims 1-2 wherein A is H, B= D-Arg, C is Gly, Tis Arg, E is Pro, F is 
Thi (a.k.a. Thia), G is Ser, I is D-Tic, J is Oic, K is Arg). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the method of Henke et al. by treating the specific type of 
arthritis known as osteoarthritis as taught by Nestor et al. The skilled artisan would 
have been motivated to do so because Nestor et al. teach preferred compounds 
comprising the formula H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser-(D)-Tic-Oic-Arg-OH to treat 
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bradykinin mediated osteoarthritis. There would have been a reasonable expectation of 
success, given that both Henke et al. and Nestor et al. teach treating pathological 
conditions induced or mediated by bradykinin with the same compound. Thus the 
invention as a whole was clearly prima facie obvious to one of ordinary skill in the art at 
the time the invention was made. 

Conclusion 

No claim is allowed. 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marcela M. Cordero Garcia whose telephone number is 
(571) 272-2939. The examiner can normally be reached on M-Th 7:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia J. Tsang can be reached on (571) 272-0562. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Marcela M Cordero Garcia 
Patent Examiner 
Art Unit 1654 
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